
Routine episiotomy in developing countries
Time to change a harmful practice

More women in developing countries are
delivering their babies in hospitals. In Latin
America institutional births account for 70%

of all deliveries; in Africa, 36%; and in developing
countries overall some 40%.1 What is becoming appar-
ent is that in some countries virtually all the women
delivering in hospital will be surgically cut. If they miss
out on a caesarean section they will have an
episiotomy. For example, Brazil has caesarean section
rates of greater than 30%, and Argentina has
episiotomy rates of greater than 80% for vaginal
births.2 3 Questions about high caesarean sections rates
have been raised in the past, but unnecessary episioto-
mies have not been widely debated.

Obstetricians in the tropics continue to instruct
health staff to apply a policy of “avoid tears-do
episiotomies” routinely. They may be acting in good
faith, but the evidence shows that they are wrong.4

Aiming surgically to cut all women delivering vaginally
has no demonstrable benefit for the infant or mother
but causes the woman unnecessary pain and adverse
psychological effects and may cause death.5

In England episiotomies were performed on over
half of all women delivering in 1980, falling to 37% in
1985. Recently released figures for 1994-5 indicate a
further dramatic fall to about 20%.6 7 Although the
older figures may not be strictly comparable with those
from 1994-5, the overall trend downwards is clear, and
local data support this. For example, in Liverpool
Women’s Hospital, in the first half of 1997 episiotomies
were performed in 16% of all deliveries and 5% of nor-
mal births ( J Neilson, personal communication).

Is this the trend in the world’s poorer countries? We
conducted a straw poll of 10 midwives from Zambia,
Malawi, Nigeria, Ghana, Kenya, and Nepal attending
courses in Liverpool. Our respondents had not consid-
ered whether policies of routine episiotomy could do
more harm than good and found the review by Carroli
et al enlightening.4 Most indicated that health
professionals performed episiotomies routinely on
primigravidas to prevent third degree perineal tears.
Some midwives reported that some were performed to
allow midwifery and medical students the opportunity
to practise the procedure.

We sought to document this anecdotal evidence of
high episiotomy rates in developing countries, but data
are sparse. A systematic search of Medline and contact
with the Royal College of Midwives revealed very little
quantitative data. We found a study in Botswana, where
1 in 3 mothers having a normal delivery had an episi-

otomy.8 Another study in Burkina Faso showed that, in
primary care facilities, 43% of primigravidas received
episiotomies—in a health system that frequently ran
out of sutures and antibiotics.9 What is particularly
worrying is that when health care resources are short
episiotomy is more likely to result in complications.
This increases the harm done by the procedure, in
people who are least able to cope with the increased
pain and suffering and least able to afford the
prolonged hospitalisation.

The World Health Organisation has taken a clear
stand against routine episiotomy, in line with the best
available evidence.10 Convincing obstetricians may be
more problematical. Yet this is an important ethical
issue for doctors and patients alike. In the West the
procedure is usually discussed with women at antenatal
clinics. In our experience in developing countries this
does not happen. When the procedure is routine it
therefore becomes a premeditated surgical procedure
carried out without consent from the woman.

It is important that we rapidly compare episiotomy
rates between facilities and countries. Such data will
guide more informed discussion about the level of
unnecessary interventions. It will then be obvious to
obstetricians, midwives, and the public whether obstet-
ric practice is based on doing what is best for women,
or persisting with policies that do more harm than
good.
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Long term pharmacotherapy of depression
Can reduce relapses and recurrences in major depression

The high rates of persistent morbidity, recur-
rence, and death among patients treated for
depression 1–2 have highlighted the importance

of long term psychological and pharmacological treat-
ment. What evidence do we have that long term drug
treatment is effective, and how should we choose
between individual drugs?

Long term drug treatment comprises continuation
and maintenance treatment. Continuation treatment
helps to consolidate recovery from depressive episodes
and prevent relapses (worsening of continuing or
recently treated episodes). Maintenance or prophylac-
tic treatment helps to prevent occurrence of new
episodes and is usually recommended for patients who
have had at least three depressive episodes in the pre-
ceding five years. The distinction between continuation
and maintenance treatment is somewhat arbitrary and
may not reflect underlying biological processes, but
most researchers agree that four to six months’ remis-
sion should occur before a recurrence is diagnosed.

Differences in methods between the many trials of
long term pharmacological treatment3 4 make
interpretation difficult, but about 60% of patients who
respond to an antidepressant and are then given a pla-
cebo remain in remission for up to two years. If instead
of receiving a placebo they continue on the drug they
have a 20-25% better chance of maintaining their
improvement4—that is, twice as many relapses occur on
placebo as on antidepressants (about 40% v 20%).
Drugs also increase the time to onset of relapse or
recurrence and reduce the severity of residual depres-
sive symptoms in those who do not relapse.
Nevertheless, studies have thrown little light on which
patients benefit most from long term treatment, the
comparative effects of different psychological and
pharmacological treatments, and the optimum length
of treatment. Moreover, few trials have continued for
longer than two years.

The benefit of long term drug treatment has been
clearly shown only in outpatients with major
depression. We cannot assume that the same benefits
will be achieved in the milder, heterogeneous cases of
“depression” encountered in general practice. We
should not prescribe long term for people with
infrequent, short bouts of mild depression and those
whose low mood reflects changing social circum-
stances unless there is convincing evidence in
individual patients that they have benefited from such
treatment. We should also hesitate to prescribe long
term for patients whose depression is an episodic
symptom of personality disorder, an effect of alcohol
or drug abuse, or a phenomenon perpetuated by the
desire to remain in the sick role.

Few long term comparative studies of the efficacy
of different drugs have been carried out, and
meta-analyses of the results of short term trials have
failed to show important differences between different
types of antidepressants.5 Factors such as tolerability,
unwanted effects, toxicity in overdose, and cost must
therefore determine which drug to use.

A common index of tolerability is the discontinua-
tion rate in clinical trials. Despite claims that newer
antidepressants are better tolerated than older
tricyclics, such as amitriptyline and imipramine, only
1-5% fewer patients receiving selective serotonin
reuptake inhibitors than receiving tricyclics drop out
from trials—figures of doubtful practical importance.5

The difference between the drugs is largely attributed
to fewer dropouts due to side effects, although it is
often difficult to know why patients stop their
treatment.6 Furthermore, discontinuation rates from
trials may not accurately represent routine clinical
practice or long term treatment (when adaptation to
unwanted effects may occur). Meta-analyses of efficacy
and discontinuation rates have suggested that signifi-
cant differences do exist between individual drugs,
although the methods of these meta-analyses have
been criticised.5

Death is more likely to result from overdoses of
older tricyclic drugs than newer compounds.7 How-
ever, only about 4% of all suicides are due to overdoses
of single antidepressants, and it is not known what
proportion of these overdoses are taken during
treatment (when drug choice is relevant). Furthermore,
a higher suicide rate among patients taking tricyclic
drugs could be accounted for by doctors prescribing
these drugs more often for patients prone to suicide,8

and the overall suicide rate (by any method) among
patients treated with new and old antidepressants is
similar.9

The average net ingredient cost of an NHS
prescription for a selective serotonin reuptake inhibi-
tor in 1995 was £27.21 compared with £0.77 for
amitriptyline. If all patients were prescribed serotonin
reuptake inhibitors the annual cost (at 1995 prices and
consumption rates) would be £350m more than if they
were all prescribed amitriptyline.6 The long term ben-
efits purchased from this are slightly lower discontinu-
ation rates,5 possibly with fewer relapses and recur-
rences, and fewer deaths from overdose.7 Conversely,
the additional cost means there is less money available
for other purchases—for example, four million psychi-
atric outpatient attendances or almost 22 million hours
of community psychiatric nurse time.4

The results of cost effectiveness and cost benefit
assessments depend on the model used. Recent
overviews do not recommend expensive newer anti-

Editorials

BMJ 1998;316:1180–1

1180 BMJ VOLUME 316 18 APRIL 1998 www.bmj.com



depressants as first line treatment,4–6 10 11 but these
drugs should be prescribed both short and long term
for patients who cannot tolerate older antidepressants
and/or have a high risk of suicide by overdose. Because
the newer antidepressants have less sedative and auto-
nomic effects, they should also be given to patients with
depressive disorders who are prone to accidents 12 or
have cardiovascular disease.4 6
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Tamoxifen for the prevention of breast cancer
Important questions remain unanswered, and existing trials should continue

The complexity of the effects of tamoxifen has
recently been summarised: “Tamoxifen is an
antioestrogen with complex pharmacology

encompassing variable species-, tissue-, cell-, gene-,
age- and duration of administration-specific effects,
from oestrogen-like agonist actions to complete block-
ade of oestrogen action. This complexity is consistent
with the various, and sometimes paradoxical, effects
that have been associated with tamoxifen administra-
tion in animals and humans.”1 The report concluded
that there was sufficient evidence that tamoxifen
increased the risk of endometrial cancer and
conclusive evidence that it reduced the risk of contra-
lateral breast cancer.

Because of this complexity of effects, a consensus
has existed until recently that using tamoxifen for pre-
venting breast cancer was questionable even in clinical
trials, and that only trials in women at high risk of
breast cancer could be justified.2 This month, however,
investigators from the National Cancer Institute-
National Surgical Adjuvant Breast and Bowel Project
decided to release the initial results of the Breast Can-
cer Prevention Trial, based on their assessment that a
reduction in breast cancer had been shown in the
group receiving tamoxifen (p 1187).3 Should we now
conclude that the evidence is sufficient to warrant the
widespread use of tamoxifen for preventing breast
cancer in high risk women, or do the problems that
precluded the preventive use of tamoxifen outside
clinical trials4 remain unanswered?

The most fundamental question is whether the
reduction in incidence will translate into a comparable
reduction in mortality. In fact, it would have been
surprising not to see any preventive effect of tamoxifen,
and the reduction in incidence observed in the trial
(45%) is of the size expected from the reduction in the
incidence of contralateral cancers in trials of tamoxifen
used as adjuvant therapy in women operated on for
breast cancer.5 There are, however, two reasons to sus-
pect that the prognosis of cancers diagnosed in women

taking tamoxifen might be worse than that in the gen-
eral population. Firstly, the biology of these cancers is
likely to be different, owing to the selection of
tamoxifen resistant cancers. Secondly, adjuvant
tamoxifen is associated with a 25% reduction in
mortality, but we don’t know its efficacy in women who
were already taking tamoxifen when their cancer was
diagnosed. If adjuvant tamoxifen is less effective in
these women, or if only well differentiated cancers are
prevented by tamoxifen, the reduction in mortality
from breast cancer might be less (possibly much less)
than the reduction in incidence, with important
bearings on the balance between risks and possible
benefits of preventive tamoxifen.

A second problem is the duration of tamoxifen
treatment. In the B-14 adjuvant trial of the National
Surgical Adjuvant Breast and Bowel Project almost
twice as many distant recurrences and deaths were
observed in patients who were randomly assigned to
take tamoxifen for 10 years as in those who stopped
after 5 years.6 Obviously, these findings relate to the
growth of micrometastatic disease and cannot be
applied directly to the preventive effect of tamoxifen,
but they cast doubts on the long term effects of
tamoxifen on the incidence of breast cancer.

The long term toxicity of tamoxifen is also a matter
of concern: available data after 5, 10, and15 years of
follow up confirm the increase in the incidence of
endometrial cancer and of thromboembolic complica-
tions and provide some suggestion of ocular toxicity,
but these effects are not common and might be more
than balanced by the reduced risk of coronary heart
disease and osteoporosis. However, with few excep-
tions, these data are derived from studies using short
term treatments (2-5 years), and little is known about
the effects of continuing tamoxifen beyond 10 years.
Another issue that we know little about is the
interaction of tamoxifen with other treatments, includ-
ing hormone replacement therapy, given concurrently
or in sequence.

Editorials

News p 1187

BMJ 1998;316:1181–2

1181BMJ VOLUME 316 18 APRIL 1998 www.bmj.com



The point is that if we plan to put healthy women in
their 60s, 50s, or even earlier (40% of the women in the
Breast Cancer Prevention Trial were aged 35-49) on
tamoxifen, we should try to figure out what to do 10
years later, when, hopefully, most of these women will
still be healthy but still at risk of breast cancer (at higher
risk, indeed, because of age). So far, women in the
Breast Cancer Prevention Trial have been followed on
average for four years, and, owing to the future likely
contamination of the control group, we cannot expect
this trial to contribute significantly to resolving this
problem.

As a consequence, we need to continue the other
two trials (one in Italy and one in Britain) that are cur-
rently under way. Their participants should be clearly
informed that the uncertainty about the balance
between the possible risks and benefits of taking
tamoxifen for preventing breast cancer is not substan-
tially modified by the early results of the Breast Cancer
Prevention Trial. For the same reason, prescription of
tamoxifen for preventing breast cancer outside clinical
trials should continue to be discouraged.

A final problem is the definition of the level of risk
of breast cancer that could justify, in the future, the start
of a preventive regimen associated with costs, side
effects, and long term risks. The eligibility criteria used
in the Breast Cancer Prevention Trial are very
inclusive, since all women aged 60 or older, and
younger women with an equivalent (or greater) risk
were eligible to participate. On the other hand, we
don’t know if tamoxifen is equally effective in prevent-
ing breast cancer in all risk groups. For instance, some

evidence suggests that some women at very high risk,
such as the carriers of a germline BRCA mutation in
high risk families, are predisposed to develop
hormone independent tumors, which are less likely to
be affected by the preventive action of tamoxifen.7 This
issue might be addressed in the future, when some of
the participants in the trials will be tested for germline
mutations and by appropriate subgroup analyses, but
at present the use of tamoxifen for prevention is not
justified even in these women.
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Selegiline, or the problem of early termination of
clinical trials
The clinical questions are not well answered, and probably never will be

Parkinson’s disease is the second most common
neurodegenerative disorder, after dementia.
About 1.4% of people aged 55 years or over

have Parkinson’s disease,1 and because of the aging of
Western populations the absolute number of patients
is rapidly increasing. Until now, treatment has been
mainly symptomatic, but much effort is being put into
developing neuroprotective agents that may stop pro-
gression or even cure the disease. Clearly, unrecog-
nised adverse effects of such treatments may poten-
tially affect large numbers of patients and any
suggestion of such effects needs thorough investiga-
tion.

Selegiline has probably become the most contro-
versial drug in Parkinson’s disease during the past dec-
ade. Its presumed efficacy was initially ascribed to
neuroprotection due to inhibition of monoamine
oxidase-B, then to a symptomatic effect, and more
recently again to neuroprotection, this time due to
inhibition of apoptosis. The greatest controversy, how-
ever, occurred because selegiline caused the early
termination of the intervention arms of two large
multicentre studies—for completely different reasons.

In the DATATOP study of the US Parkinson Study
Group subjects randomised to receive selegiline did
better than those randomised to placebo or tocopherol
in that they reached the endpoint (start of levodopa
treatment) significantly later.2 In contrast, in the trial of
the Parkinson’s Disease Research Group in the United
Kingdom mortality among patients receiving sel-
egiline in addition to levodopa (plus decarboxylase
inhibitor) was higher than in those taking only
levodopa (plus decarboxylase inhibitor).3

This latter finding was totally unexpected and gen-
erated much debate,4 5 but it did cause sales of
selegiline to drop considerably.6 In this week’s BMJ
Ben-Shlomo et al provide supplementary information
from the UK trial, including further follow up data and
more detail about patient characteristics and causes of
death, in an attempt to explain their previous findings
(p 1191).7

The selegiline plus levodopa arm of the UK trial
was terminated at the end of September 1995 as a
result of an increased risk estimate based on deaths till
the end of 1993. Consequently, all end of trial analyses
are biased. The more valid and unbiased estimate of
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the risk of mortality based on the five year follow up
shows a hazard ratio for these patients compared with
those receiving only levodopa of 1.38 (95% confidence
interval 0.95 to 2.04). Another unbiased estimate
comes from the subjects who were re-randomised from
the bromocriptine arm (hazard ratio 1.54; 0.83 to 2.87).
Although this is a highly selected group, the authors
suggest, plausibly, that because of the randomisation
these data can be viewed as if they came from an inde-
pendent trial.

The difference in mortality seemed to be highest in
the third and fourth year of follow up, after which it
diminished. This finding was previously criticised
because of the lack of a biological explanation.5 The
authors dismiss the possibility that had the combined
treatment arm of the trial continued, the mortality dif-
ference might have diminished even further. Their dis-
missal may not, however, be justified, for at least two
reasons. Firstly, notwithstanding the similar findings in
the bromocriptine group, the data are compatible with
a “randomly high” increased mortality at 24 to 48
months. This holds in particular for the “as treated”
analysis, which seems the more informative here.
Secondly, one can question the implicit assumption
that had the mortality ratio further decreased this
would have meant that the findings of increased
mortality were due to chance. Hardly any effective
therapy is entirely harmless. Even if selegiline in com-
bination with levodopa reduces mortality in the long
run, the net effect on mortality might be unfavourable
in situations where there is little to gain—for example,
at the beginning of the disease.

The cause specific mortality rates do not suggest a
specific cause for the excess deaths. An excess of deaths
from Parkinson’s disease was reported, but this
probably reflects lack of further information since in
almost half the cases where the panel could not reach
a diagnosis the diagnosis on the death certificate was
Parkinson’s disease. Also the comparison of clinical
characteristics in those who died between those who
took only levodopa and those on combination
treatment yielded no clear clues to explain the extra
deaths in the combined group as all differences were
far from significant.

What therefore can we conclude about the hazards
of combination treatment with levodopa and sel-
egiline? Firstly, the UK trial finds no significant
increased mortality due to combined treatment with
levodopa and selegiline. Secondly, because of the
interim analyses, doubts have been raised, where previ-
ously we had no indication that selegiline had any det-

rimental effect whatsoever. Any new evidence incrimi-
nating selegiline will weigh heavily. The possibility that
the net effect of positive and adverse effects of combi-
nation therapy with selegiline depends on background
risk or severity of disease should be considered.
Thirdly, the recommendation to avoid combined treat-
ment among patients with more advanced Parkinson’s
disease and postural hypotension, frequent falls,
confusion, and dementia is not based on unequivocal
results from the trial but rather on clinicians’ beliefs.

What does this mean for the treatment of patients
with Parkinson’s disease? Unfortunately, the early
termination of the arms involving selegiline in both the
US and the UK trials has limited the evidence on the
long term effects of selegiline alone and in combina-
tion with levodopa and diminished the possibility that
this can ever be validly obtained. Appreciation of the
effect of combination treatment on morbidity is almost
impossible in the UK trial, because only the results of
the intention to treat analyses have been reported,
whereas more than half of the study population had
withdrawn from their original randomised treatment.
On the basis of the limited evidence available, a
cautious recommendation seems to be not to start
combination treatment with selegiline and levodopa in
patients with newly diagnosed Parkinson’s disease. At
the moment, however, there is little evidence to advise
people who have been using both drugs for years and
seem to be doing fine to change their treatment.
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Monitoring randomised controlled trials
Parkinson’s disease trial illustrates the dangers of stopping early

The trial of the Parkinson’s Disease Research
Group reported by Ben-Shlomo et al in this
issue (p 1191), which updates the results of a

previously curtailed randomised controlled trial,1

raises several methodological issues. The current
results relate to an initial three arm trial in which 782

patients with early stage Parkinson’s disease were
randomised to treatment with either levodopa alone
(arm 1), levodopa and selegiline in combination (arm
2), or bromocriptine (arm 3). The first trial report,
based on follow up to December 1991, showed no sig-
nificant differences at the 5% level between arms 1 and
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2 in disability levels, but both arms showed significant
improvements over baseline.2 At this stage there were
too few deaths to assess differences in mortality. The
second report was based on follow up to December
1993, resulting in an average 5.6 years follow up.3 As
with the earlier report, there continued to be no
significant differences between arms 1 and 2 in terms
of disability levels. However, based on 44 deaths in 249
patients in arm 1 and 76 in 271 patients in arm 2, a sig-
nificant difference in all cause mortality was observed,
yielding a hazard ratio of 1.57 (95% confidence interval
1.09 to 2.30) and a P value of 0.015. At this point the
trial was terminated, and patients in arm 2 were
advised to switch to levodopa alone, but follow up con-
tinued. The current analysis, based on more complete
follow up to September 1995, when the trial was termi-
nated, shows that on the basis of 73 deaths in arm 1
and 103 in arm 2, the difference in all cause mortality
is no longer significant at the 5% level, yielding a
hazard ratio of 1.32 (0.98 to 1.79) on an intention to
treat analysis.

These results raise several questions, paramount
being whether the trial should have been stopped
when it was. The essential question is whether the
eventual result could have shown a clinical benefit in
favour of combination therapy if the trial had been
continued. The original sample size calculation
assumed a 30% reduction in all cause mortality in
favour of combination therapy at 10 years. Such a
reduction equates to a hazard ratio of 0.74. The figure
of 30% was based on an earlier uncontrolled,
retrospective survey,4 and it could be argued that
such a minimum clinically worthwhile difference is
over-optimistic.

Several approaches for estimating the minimum
clinically worthwhile difference exist, including the use
of elicitation techniques.5 6 These techniques require
that the beliefs and demands of clinicians—both those
taking part in the trial and those not—about a possible
treatment effect are elicited; they can serve two
functions. The first is to ensure that the trial is ethical in
terms of equipoise—that is, given trial participants’
beliefs and demands, genuine uncertainty exists about
the optimal treatment.7 The second is that the
demands may be used to design the trial and monitor
it, as they represent the treatment difference required
for clinical practice to change. If such an exercise had
been conducted before the Parkinson’s disease trial,
would the average reduction in mortality demanded
have been as high as 30%?

Obviously such an exercise cannot be conducted
retrospectively, but it may be instructive to explore the
implications of a demand less than 30%. When the trial
was stopped the lower 95% confidence limit was 1.09,
considerably greater than 0.74, and as such the
possibility that continuing the trial would result in a
95% confidence interval that contained 0.74 would be
unlikely. However, had a more modest 10% reduction
been used, the corresponding hazard ratio would have
been 0.90, and the argument for stopping would not be
quite so persuasive.

Though such an exercise can be enlightening, it
does not provide a quantitative summary of the plausi-
bility of observing a clinically worthwhile difference if
the trial continues. The Parkinson’s disease trial did not
use a formal stopping guideline to adjust the

significance levels for the fact that interim analyses
were being performed. Various classical methods have
been advocated for such adjustments.8 For example,
the trial anticipated 10 annual interim analyses, so a
simple adjustment would have been to use 0.01 rather
than 0.05 at each analysis so that the overall
significance level did not exceed 0.05.

An alternative strategy for assessing the level of evi-
dence at each interim analyses would have been to
adopt a Bayesian approach.9 This approach enables
the accumulating information obtained at successive
interim analyses to be summarised and probability
statements to be made about future results. Infor-
mation can be summarised by a credibility interval, in
which a quantity of interest lies within a specified prob-
ability.10 The Parkinson’s disease trial was designed to
follow up patients over 10 years, during which about
260 deaths could be assumed to occur. Thus at the
interim analysis to December 1993,2 when 120 deaths
had been observed, it could be predicted that the 95%
credibility interval at the end of the trial would be 0.95
to 2.58. While this interval contains neither 0.74 nor
0.90, it does contain unity—that is, it suggests no treat-
ment difference. Analogously, if a similar analysis was
performed on the more complete follow up to
September 1995 then the corresponding 95% credibil-
ity interval would be 0.78 to 2.25, indicating a wide
range of plausible outcomes.

Though only statistical aspects of the monitoring of
the UK Parkinson’s disease trial have been considered,
any decision to stop a trial is a complex one. The deci-
sion should not rely solely on statistical arguments,
Bayesian or otherwise, but must be placed within a
wider context, for example, by taking into account the
balance between individual and collective ethics. This
should be done by an independent data monitoring
committee, who can assess all the available evidence
relating to a trial, both internal and external.6 8
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